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AB This invention relates to ***compns*** . and methods for stabilizing 
oxygen-labile species. More particularly, it relates to ***compns*** 
contg. 1 or more oil- and/or water-sol. oxygen-labile species and one or 
more stabilizing elements. It also relates to methods of making such 



***compns*** . and methog^^>f using such ***compns*** .^^rhus, a 
formulation contained water ^^6, disodium EDTA 0.20, phenoj^^ihanol 

0.73, methyl paraben 0.20, propylparaben 0.07 and hydroxyethyl^ellulose 
1.00% for the water phase; BHT 0.10, GMS 2.00 cetearyl glucoside 3.000, 
C12-15 alkyl benzoate 2.00, avobenzone 2.00, octyl methoxyci nnamate 4.00, . 
and ascorbyl palmitate 0.50% for the oil phase; ***ascorbi c*** 

***acid*** 5.00, ***tocopherol *** 0.05, ***retinol*** 0.25, 
lactoferrin and thioxanthine and uric acid 1.00, ***n*** _ 

***acetyl cysteine*** 0.01, EtOH 2.78 and 20% NaOH 9.04% as the 
additives. After a 13-wk incubation at 40. degree., 90% vtamin c and 96% 
vitamin A remained in the ***compn*** 
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ONCOLOGY, (2001 Sep 15) 19 (18 Suppl) 
ISSN: 0732-183X. 



JOURNAL OF CLINICAL 
74S-82S. Ref: 87 
Journal code: 8309333. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
General Review; (review) 

(REVIEW, TUTORIAL) 

English 

Priority Journals 
200110 

Entered STN : 20010919 
Last Updated on STN: 20011015 
Entered Medline: 20011011 
Lung cancer is the leading cause of cancer deaths in the united states and 
the world, with grim incidence and mortality figures underscoring the need 
for new approaches, such as chemoprevention, for controlling this disease. 
There have been definitive, randomized, controlled lung-cancer 
chemoprevention trials in the three chemoprevention trial settings: 
primary (healthy high-risk [eg, smokers]), secondary (premal ignant 
lesions), and tertiary (prevention of second primary tumors in previously 
treated patients), all of which produced negative (either neutral or 
harmful) primary end point results. These trials established that lung 
cancer was not prevented by alpha- ***tocopherol *** , beta-carotene 

***retinol*** , retinyl palmitate, *** N *** - ***acetyl cysteine*** 
or isotretinoin in smokers. Provocative leads of the definitive trials 
include the possible activity of isotretinoin in never and former smokers 
and that of alpha- ***tocopherol *** in prostate cancer prevention, a 
major area of lung cancer research is molecular epidemiologic study of 
highest smoki ng-related risk based on the interactions between tobacco 
carcinogens, genetic polymorphisms involved in activating and detoxifying 
these carcinogens, and host-cell efficiency in monitoring and repairing 
tobacco carcinoqen-DNA damage. The future of lung cancer chemoprevention 
will rely heavily on molecular studies of carcinogenesis and drug 



mechanisms to develop novel jj^mopreventive targets and drugs^risk 
markers, and surrogate end p^it biomarkers; new preclinical •ta-testinq 

models; novel imaging techniques for monitoring agent activity! and 
molecular epidemiologic risk models for identifying the highest-risk 
current and former smokers. 
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Criteria for implementation of large and multiagent 
clinical chemoprevention trials. 
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Journal code: 8207539. ISSN: 0733-1959. 
united states 

Journal; Article; (JOURNAL ARTICLE) 
General Review; (review) 

(REVIEW, TUTORIAL) 

English 

Priority Journals 
200007 

Entered STN: 20000720 
Last updated on STN: 20000720 
Entered Medline: 20000713 
If one were to wait for the perfect set of experimental results before 
launching a multi -agent chemoprevention or large risk reduction studv the 
trial would never be launched, on the other hand, non-scientific 
considerations have led to the premature launching of at least three 
prominent studies (CARET, Carotene and ***Retinol *** Efficacv Trial- 
ATBC, Apha ***Tocopherol*** Beta Carotene; pcpt, Prostate Cancer 
Prevention Trial) and the much delayed start-up of another, bcpt the 
Breast Cancer Prevention Trial, strong epidemiologic data by itself 

InS/nr riLirJ d ^! te u t0 i J"^ 1 " ! y s ? art i n 9 a large trial; experimental 
and/or clinical data should be developed, on the other hand fear of 
secondary adverse events that are of low incidence should not be enough to 
delay a trial if the overall health benefit could be high. The 
development of multiagent chemoprevention trials requires that each aqent 
IL??*™ 6 and additively or synergisti cal ly so in combination in 
preclinical models. Additionally, side effects of each agent should be 
non-overlapping and low to non-existent, preferably a feature determined 
in formal phase Ila and lib trials. These principles will be discussed in 
the context of prior (caret, atbc) and ongoing (euroscan, 

i-n*Iic C ?5 y Ii ystei ?£*^ <■ r^tinol*** ), as well as proposed future 
trials (difluromethyl/sulindac) . 
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Lung cancer chemoprevention. 
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Lung cancer is the leading cause of cancer death in the United states. 
I« e M 5S r v! st l n9 gnm lung cancer incidence and mortality figures argue 
powerfully for new approaches such as chemoprevention for controlling this 
r^rfr e ;ho m J Ret i-° ldS a ^ e am S n 9 the most intensively studied 9 

rl?n?^i nr E^nfw 9 " a ? en £ 5 ' includln 9 ™ the lung, several randomized 
clinical or translationa T chemoprevention trials (e7g., of 
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***retinoids*** , beta-ca^fene, or combined folic acid anxLvitamin 
B(12)) have been conducted "^Plung pre-malignancy . ***Ref^pd*** 

studies have produced important data on molecular/cellular maWers of lung 
carcinogenesis, e.g., loss of heterozygosity (LOH) at 3p and 9p and 

***retinoic*** ***acid*** receptor-beta (RAR-beta) . Two large 
randomized trials with a lung cancer endpoint, the Alpha- 

***Tocopherol*** , Beta-Carotene (ATBC) Prevention Study and the 
Beta-Carotene and ***Retinol *** Efficacy Trial (CARET), found that 
beta-carotene (+/- ***retinol*** ) was harmful (in smokers). Recently 
completed lung-second-primary-tumor-prevention trials include the 

***retinoids*** retinyl palmitate and 13-cis- ***reti noic*** 

***acid*** (13cra) and ***n*** - ***acetyl cysteine*** (NAC) . 
vitamin E and selenium show promise for lung cancer prevention, based on 
positive secondary/subset analyses of three large-scale, randomized 
National Cancer institute (NCI) cancer prevention trials. Future 
directions of lung cancer chemoprevention include the study of molecular 
markers of risk and drug activity, molecular targeting study, improved 
imaging techniques (e.g., molecular imaging) and new drug delivery 
systems. 

Copyright 2000 Wiley-Liss, inc. 
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ab The cancer chemopreventi ve ***retinoid*** N-(4-hydroxyphenyl)-al 1 - 
trans ***retinamide*** (hpr) was recently shown by us to have 
antiproliferative and apoptotic effects on human leukemic cell lines, 
including those unresponsive to all-trans ***retinoic*** ***acid*** 
(ATRA). we have now characterized further the process of HPR-induced cell 
death, we report that inhibitors of rna transcription and of protein 
synthesis, activators of protein kinase C (pkc) , inhibitors of tyrosine 
kinases, zn++, and the antioxidants ***acetyl cysteine*** 

***ascorbic*** ***acid*** , alpha- ***tocopherol *** and 
deferoxamine suppressed HPR-induced apoptosis. HL60 cells induced toward 
monocytic differentiation by 1,25 dihydroxyvi tamin-D3 [1, 25(OH)2d3] , but 
not those induced toward the granulocytic differentiation by ATRA, showed 
reduced responses to hpr. The transport of HPR by cells with different 
sensitivity to the ***retinoid*** , however, was similar, even after 
treatment with the phorbol ester 12-O-tetradecanoylphorbol -13-acetate 
(tpa) , which induces unresponsiveness to hpr. The expression of the 
apoptosis- related genes bcl-2, p53, and c-myc was examined to determine 
their role in HPR-triggered cell death. The levels of bcl-2 mRNA were 
markedly diminished by 24 hours of hpr treatment in all cell lines except 
in the relatively HPR-msensitive line K422. However, probably because of 
its long half-life, bcl-2 protein levels were either unchanged or only 
slightly decreased. Downregulation of p53 mRNA was also observed within 
24 hours of HPR exposure in NB4 but not K422 cells, but no changes in the 
amount of p53 protein were found. Suppression of c-myc transcription was 
observed in all cells except K422. The protective role of bcl-2 on cell 
death by hpr was investigated in HL60 as well as 697 pre-B leukemia and 
Jurkat T-acute lymphocytic leukemia (t-all) cells constitutively 
expressing high levels of bcl-2 proteins due to gene transfer 
manipulation, compared with control cells, the onset of apoptosis in 
these cells with deregulated bcl-2 production was delayed by at least 24 
hours. These findings establish that cell death by hpr requires rna 
transcription and protein synthesis and is regulated by the activation of 
PKC. Although changes in bcl-2, p53, and c-myc expression are found in 
cells treated with hpr, the time-course of these events suggests that 



HPR-tnggered apoptosis is na^directly controlled by these genes. 
Finally, while ectopic overeJWession of bcl-2 does not proto^cells from 
death by HPR, it markedly delays its onset . (ABSTRACT TRUNCATeWvt 400 
WORDS) 
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AB Twenty-eight compounds were screened for chemopreventive activity by usinq 
a rat tracheal epithelial cell transformation inhibition assay, in this 
new assay, chemicals were tested for their ability to inhibit the 
formation of transformed rat tracheal epithelial cell colonies which arise 
following exposure to the carcinogen benzo(a)pyrene. The 15 positive 
compounds were *** N *** - ***acetyl cysteine*** , bismuththiol , calcium 
glucarate, (+/-) catechin, diallyl disulfide, glycaric acid, 
D-gl ucaro-1 , 4-1 actone , N- (4-hydroxyphenyl ) *** reti nami de*** 
D : limonene, mesna, ***retinoi c*** ***acid*** , rutin, quercetin 
silymarin, and taurine, in examining the nature of compounds that 
inhibited rat tracheal epithelial cell transformation, several possible 
chemopreventive mechanisms appeared to be predominant: compounds that were 
positive (a) increased glutathione levels or enhanced conjugation; (b) 
increased cytochrome P-450 activity; (c) displayed nucleophilic activity: 
or (d) induced differentiation. Thirteen compounds were negative in the 
rat tracheal epithelial transformation inhibition assay: crocetin 
difluoromethylorrn thine, ellagic acid, esculetin, enoxalone, ibuprofen, 
levamisole, nordi hydroguaiaretic acid, L-2-oxothiazolidine-4-carboxylate 
piroxicam, sodium butyrate, D-alpha- ***tocopherol *** acetate, and 
polyethylene glycol 400. It was evident from these results that this 
assay would not detect compounds that were (a) anti -promoting in nature; 
(b) glutathione inhibitors; (c) differentiation inhibitors; (d) 
06-methyl guanine inhibitors; (e) organ specific; or (f) inactive. The rat 
tracheal epithelial cell transformation inhibition assay appeared to 
identify chemopreventive compounds that act at early staqes of the 
carcinogenic process. 
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I.^uJwc^ Cancer chemopreventi on - present and future 

Fuqiki, Hi rota; Suganuma, Masami 
CORPORATE source: saitama cancer center, Japan 
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DOCUMENT type: Journal; General Review 

language: Japanese 

ab a review with refs. The term "cancer chemopreventi on" , defined as 

prevention of the occurrence of cancer by administration of one or more 
compds., was coined by Michael B. Sporn in 1976. The significance of 
cancer chemopreventi on is now internationally accepted, and interest in 
Japan is accelerating This article looks at notable results of clin 
trials conducted in the U.S. and Europe, and touches upon research 
activities in Japan. The good news includes promising results on cancer 
prevention in the breast, colon and liver. Main topics: 1) Breast cancer 
prevention trials with tamoxifen have provided effective results for 
individuals in the high risk group, patients with premalignant 

Ifr^^^^^n"^ 1 " 01 ? 3 in Sltu (DCIs;) " and contralateral breast cancer 
pa ilf2 ts - u 2) ?n mary lunq cancer prevention trials with alpha- 

**tocopherol*** , beta. : carotene (atbc) in Finland, and with 
.beta. -carotene and . ***retinol*** (caret) in the U.S., showed an 
unexpected increase in lung cancer incidence, and recently reported 



results of a EUROSCAN study 4^ not show any benefits from vi 
***N*** - ***acetylcystdBp*** These three major stu i 
that a new approach is required. 3) Encouraging results with" 
cancer prevention by finasteride are anticipated. 4) The FDA 
celecoxib, a selective Cox-2 inhibitor, for the prevention of 
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development in patients with familial adenomatous polyposis. 5) Acyclic 

***retinoid*** , polyprenoic acid prevented second primary hepatomas 
after surgical resection of the original tumor or percutaneous injection 
of ethanol, mediated through clonal deletion of malignant cells in the 
remnant liver. 6) Finally, we discuss cancer prevention with green tea. 
Based on results of basic studies of (-)-epigal locatechi n gallate (egcg) 
and green tea polyphenols, and also results of a prospective cohort study 
with 8,552 individuals, we are now moving toward prevention of cancer in 
various organs (both primary tumor and recurrence; by introducing the 
"Saitama System": the equiv. of 10 Japanese-size cups of qreen tea per day 
(2.5 g green tea ext. per day) in a combination of daily beverage and 
green tea tablets, it is our hope that this article will provide 
information that will spur an increase in cancer prevention trials in 
Japan . 
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Lung cancer chemoprevention : an integrated approach 
Lippman, Scott M. ; spitz, Margaret R. 
Departments of Clinical Cancer Prevention, university 
of Texas m.d. Anderson cancer Center, Houston, tx, 
77030, USA 

Journal of Clinical Oncology (2001), 19(18, Suppl.), 
74s-82s 

CODEN: JCONDN; ISSN: 0732-183X 
Lippincott Williams & wilkins 
Journal; General Review 
English 

A review. Lung cancer is the leading cause of cancer deaths in the united 
States and the world, with grim incidence and mortality figures 
underscoring the need for new approaches, such as chemoprevention, for 
controlling this disease. There have been definitive, randomized, 
controlled lung-cancer chemoprevention trials in the three chemoprevention 
trial settings: primary (healthy high-risk [eg, smokers]), secondary 
(premalignant lesions), and tertiary (prevention of second primary tumors 
in previously treated patients), all of which produced neg. (either 
neutral or harmful) primary end point results. These trials established 
that lung cancer was not prevented by alpha- ***tocopherol *** , 
beta-carotene, ***retinol *** , retinyl palmitate, ***n*** - 

***acetylcysteine*** , or isotretinoin in smokers. Provocative leads of 
the definitive trials include the possible activity of isotretinoin in 
never and former smokers and that of alpha- ***tocopherol *** in 
prostate cancer prevention. A major area of lung cancer research is mol . 
epidemiol. study of highest smoking- related risk based on the interactions 
between tobacco carcinogens, genetic polymorphisms involved in activating 
and detoxifying these carcinogens, and host-cell efficiency in monitoring 
and repairing tobacco carci nogen-DNA damage. The future of lung cancer 
chemoprevention will rely heavily on mol. studies of carcinogenesis and 
drug mechanisms to develop novel chemopreventive targets and drugs, risk 
markers, and surrogate end point biomarkers; new preclin. drug-testing 
models; novel imaging techniques for monitoring agent activity; and mol. 
epidemiol. risk models for identifying the highest-risk current and former 
smokers. 
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Lung cancer 

worden, Francis P.; Kalemkerian, Gregory P. 
Department of Medicine, University of Michigan, Ann 
Arbor, MI, 48109, USA 

cancer Treatment and Research (2001), 106(Cancer 

Chemoprevention), 183-219 

CODEN: CTRREP; ISSN: 0927-3042 

Kluwer Academic Publishers 

Journal; General Review 

English 

cancer is the result of the accumulation of numerous 
genetic defects within bronchial epithelial cells. Clin. 



*** 



trials demonstrated that chejfloreventi ve agents, such as . beta^- carotene, 
***retinol*** /retinyl pdMtate, 13-cis- ***retinoic*** A ***acid 
, .alpha.- ***tocopherol*** , and ***n*** _ ***acetyl cysteine*** 
were ineffective in preventing lung cancer in select high-risk 
populations, and . beta. -carotene may even be harmful in active smokers. 
Increasing knowledge of the mol . events involved in lung carcinogenesis 
have led to the development of many strategies that specifically target 
derangements in signal transduction or cell cycle regulatory pathways. 
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publisher: Birkhaeuser verlag 

document type: Journal 
language: English 

ab It was examd. whether antioxidants may provide beneficial effects by 
inhibiting igE-dependent basophil mediator release. ***Ascorbic*** 

***acid*** , ***N*** - ***acetyl cysteine*** and glutathione were 
dissolved in RPMI 1640 medium and the pH was cor. to 7.4. Glutathione and 
its precursor *** N *** - ***acetylcysteine*** had no influence on 
IgE-dependent histamine release from human basophils, while ambroxol was 
shown to be a highly efficacious inhibitor. All the vitamins tested 
showed no effect on histamine release in the absence of anti-lgE. in the 
histamine release expts., ambroxol was the only effective inhibitor of 
in !f* !!i* in ( IL ) -4 and IL ~ 13 releases, compared to solvent controls, 

*** N *** _ ^acetylcysteine*** , ***retinoic*** ***acid*** and 
.beta. -carotene did not considerably alter anti-lgE induced cytokine 
releases. ***Ascorbi c*** ***acid*** strongly enhanced IL-13 
release, which was not significant because of the donor variation in IL-13 
release. A major role for reactive oxygen species in the IgE-dependent 
activation of human basophils was not supported by the resulting data 
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AB Prodn. of the antioxidant hormone dehydroepiandrosterone (dhea) declines 
as immunosenescence develops in the elderly, very old C57BL/6 female mice 
(29 mo), survivors after 71% had died due to aging, were evaluated after 
dhea sulfate 0.01% addn. to the drinking water for 6 wk. dhea increased 
V? e - 5 T" c S' 1 P rol l f eration, restored secretion of Thl cytokines (interleukin 
M™i;J? C ££ as ?^ prodn., and normalized 

(lowered) the Th2 cytokine (il-4 and il-6) secretion. The survival was 
increased in the 29-mo-old mice treated by dhea. dhea sulfate, the 
storage form of dhea, decreased the immune dysfunctions caused by 
increased oxidn. during lp-bmS murine leukemia retrovirus infection To 
verify the synergistic effect of dhea + antioxidant nutrients, 17-mo-old 
mi SL were f ed V th ant ""oxidants (mixt. of coenzyme Q10, d-. alpha. - 
***tocopherol*** , l- ***ascorbic*** ***acid*** i-carnirinp 
«*N"V- —acetylcysteine*** , ***retinol*** , se' Sg zn or 
antioxidants + dhea sulfate for 16 wk. dhea sulfate + antioxidants 
increased the B-cell proliferation and il-2 secretion and maintained the 



Th2 cytokine secretion and hjjatic vitamin E levels close to t±e levels 
seen in old nomnfected mice^Pan did antioxidant supplementa^n alone 
Thus, dhea alone, and esp. dhea sulfate plus antioxidant nutrrfnts, can 
prevent immune dysfunctions in very old and in old retrovi rus-infected 
mi ce . 
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English 
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a f ° ,^ ere to wait for the perfect set of experimental results before 
launching a multi -agent chemoprevention or large risk reduction studv the 
trial would never be launched. On the other hand, non-scient fic Y> 

nr«^2f r r i 2 n 5- hav 5 led t0 the P rematur e launching of at least three 
prominent studies (caret, Carotene and ***Retinol *** Efficacv Trial • 
ATBC, Apha '-Tocopherol*** Beta carotene; PCPT, Prostate canclr ' 
Prevention Trial) andthe much delayed start-up of another, bcpt "he 
nnfhP S2nnri-o r S Ve,Jtl 2V rial - Strong epidemiologic data by itself should 
Slinical SSSr^ni^hr^ s ? art i ng a 1arge J rial J experimental and/or 
£w« J,tl+ S ^ U I d be developed, on the other hand fear of secondary 
J se f e XtTL l h *ii*l e ? f J2 W ^idence should not be enough to delay a 
a 'L^ h V veran health ^nefit could be high. The development of 
JririftKfi? cne ™>Preventi on tn al s . requi res that each agent is active and 
aHH il }lnJi 0r synergistically so in combination in preclinical models 
Additionally, side effects of each agent should be non-overlaDDina and low 
r?h n ?H^ St ^' P re f erab ^ a f??ture determined in fSmal phase iif and 
?carft ATRrT fnH P nn r>Ples will be discussed in the context of prior 

*S*T;^I^L an ^ ongoin9 -,, CEUR0SCAN ' ^acetylcysteine*** / P 
ca * re tmol *** ) as well as proposed future trials 
(difluromethyl/sulindac). (c) 2000 wi ley-Li ss, inc 
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L3 283346 S CHOLECIFEROL OR (VITAMIN K) OR TOCOPHEROL OR (ASCORBIC ACID) 

L4 29 S Ll (P) L2 (P) L3 

L5 14 DUPLICATE REMOVE L4 (15 DUPLICATES REMOVED) 

L6 1 S L5 (P) COMPOSITION 

L7 13 S L5 NOT L6 

=> s 11 (p) 12 (p) (ascorbic acid) (p) tocopherol 

L8 8 Ll (P) L2 (P) (ASCORBIC ACID) (P) TOCOPHEROL 



=> duplicate remove 18 
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KEEP DUPLICATES FROM MORE THAN ONE FILE? Y/(N):n 
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L9 4 DUPLICATE REMOVE L8 (4 DUPLICATES REMOVED) 

=> d 19 1-4 ibib abs 
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PATENT NO. 
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A 
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This invention relates to compns. and methods for stabilizing 
oxygen-labile species. More particularly, it relates to compns. contg. 1 
or more oil- and/or water-sol. oxygen-labile species and one or more 
stabilizing elements, it also relates to methods of making such compns. 
and methods of using such compns. Thus, a formulation contained water 
73.96, di sodium EDTA 0.20, phenoxyethanol 0.73, methyl paraben 0.20, 
propylparaben 0.07 and hydroxyethyl cellulose 1.00% for the water phase: 
BHT 0.10, GMS 2.00 cetearyl glucoside 3.000, C12-15 alkyl benzoate 2.00, 
avobenzone 2.00, octyl methoxycinnamate 4.00, and ascorbyl palmitate 0.50% 
for the oil phase; ***ascorbic*** ***acid*** 5.00, 

***tocopherol*** 0.05, ***retinol *** 0.25, lactoferrin and 
thioxanthine and uric acid 1.00, ***n*** - ***acetylcysteine*** 
0.01, EtOH 2.78 and 20% NaOH 9.04% as the additives. After a 13-wk 
incubation at 40. degree., 90% vtamin C and 96% vitamin A remained in the 
compn . 
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TITLE: Dehydroepiandrosterone synergizes with antioxidant 

supplements for immune restoration in old as well as 
retrovi rus-i nf ected mi ce 

AUTHOR(S): Jiang, shuguang; Lee, Jeongmin; Zhang, zhen; Inserra, 



Paula; S^koff, David; Watson, Ronald R. 
CORPORATE SOURCE: Arizona ■Iventi on center, Univ. Arizona, cson, AZ, 

85724, US/T 

SOURCE: Journal of Nutritional Biochemistry (1998), 9C7), 

362-369 

CODEN: JNBIEL; ISSN: 0955-2863 
publisher: Elsevier science inc. 

DOCUMENT type: Journal 
language: English 

AB Prodn. of the antioxidant hormone dehydroepiandrosterone (DHEA) declines 
as immunosenescence develops in the elderly, very old C57BL/6 female mice 
(29 mo), survivors after 71% had died due to aging, were evaluated after 
DHEA sulfate 0.01% addn. to the drinking water for 6 wk. DHEA increased 
the T-cell proliferation, restored secretion of Thl cytokines (interleukin 
lk~ 2 ^' decreased i nterferon- .gamma, (ifn- .gamma.) prodn., and normalized 
(lowered) the Th2 cytokine (IL-4 and IL-6) secretion. The survival was 
increased in the 29-mo-old mice treated by DHEA. DHEA sulfate, the 
storage form of DHEA, decreased the immune dysfunctions caused by 
increased oxidn. during LP-BM5 murine leukemia retrovirus infection. To 
verify the synergistic effect of DHEA + antioxidant nutrients, 17-mo-old 
mice were fed with antioxidants (mixt. of coenzyme Q10, d-. alpha - 
***tocopherol*** , L- ***ascorbic*** ***acid*** . L-carnitine 
*** N *** _ ***acetyl cysteine*** , ***retinol*** , se, Mg, Zn) or 
antioxidants + dhea sulfate for 16 wk. dhea sulfate + antioxidants 
increased the B-cell proliferation and IL-2 secretion and maintained the 
Th2 cytokine secretion and hepatic vitamin E levels close to the levels 
seen in old noninfected mice than did antioxidant supplementation alone. 
Thus, dhea alone, and esp. DHEA sulfate plus antioxidant nutrients, can 
prevent immune dysfunctions in very old and in old retrovi rus-i nfected 
mice. 
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Milan, Italy. 3 
CONTRACT NUMBER: CA-47956 (NCI) 

CA-60181 (NCI) 
SOURCE : BLOOD, (1995 Jan 15) 85 (2) 359-67. 
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Last Updated on STN : 19950217 
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AB The cancer chemopreventi ve ***retinoid*** N-(4-hydroxyphenyl)-all - 
trans ***reti namide*** (hpr) was recently shown by us to have 
antiproliferative and apoptotic effects on human leukemic cell lines, 
including those unresponsive to all -trans ***retinoi c*** ***acid*** 
(ATRA). we have now characterized further the process of HPR-induced cell 
death, we report that inhibitors of rna transcription and of protein 
synthesis, activators of protein kinase c (PKC) , inhibitors of tyrosine 
kinases, zn++, and the antioxidants ***acetyl cysteine*** 

***ascorbic*** ***acid*** , alpha- ***tocopherol *** and 
deferoxamine suppressed HPR-induced apoptosis. HL60 cells induced toward 
monocytic differentiation by 1,25 dihydroxyvi tamin-D3 [1, 25(0H)2D3] , but 
not those induced toward the granulocytic differentiation by atra, showed 
reduced responses to HPR. The transport of hpr by cells with different 
sensitivity to the ***retinoid*** , however, was similar even after 
treatment with the phorbol ester 12-O-tetradecanoylphorbol -13-acetate 
(TPA), which induces unresponsiveness to hpr. The expression of the 

?E^ 0 rni S ; r ?l a ioo S e - es bc l" 2 '-,? 5 3' a C d c ' m yc was examined to determine 
their role in HPR-triggered cell death. The levels of bcl-2 mRNA were 
markedly diminished by 24 hours of hpr treatment in all cell lines except 
in the relatively HPR-insensiti ye line K422. However, probably because of 

iifnh^ Alltll 1 **' b ^~ 2 P ro ? ein lev | ls were either unchanged or only 
slightly decreased. Down regulation of p53 mRNA was also observed within 



24 hours of hpr exposure in 
amount of p53 protein were 
observed in all cells except 
death by hpr was investigated 



tX4 



but not K422 cells, but no changes in the 
w d. Suppression of c-myc transMfotion was 
422. The protective role of bc^^ on cell 
in HL60 as well as 697 pre-B leukemia and 



Jurkat T-acute lymphocytic leukemia (T-all) cells consti tuti vely 
expressing high levels of bcl-2 proteins due to gene transfer 
manipulation. Compared with control cells, the onset of apoptosis in 
these cells with deregulated bcl-2 production was delayed by at least 24 
hours. These findings establish that cell death by HPR requires rna 
transcription and protein synthesis and is regulated by the activation of 
PKC. Although changes in bcl-2, p53, and c-myc expression are found in 
cells treated with HPR, the time-course of these events suggests that 
HPR-triggered apoptosis is not directly controlled by these genes. 
Finally, while ectopic overexpression of bcl-2 does not protect cells from 
death by HPR, it markedly delays its onset . (abstract truncated at 400 
WORDS) 
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Tnis invention relates to compns. and methods for stabilizing 
oxygen-labile species. More particularly, it relates to compns. contq. 1 
or more oil- and/or water-sol. oxygen-labile species and one or more 
stabilizing elements, it also relates to methods of making such compns. 
and methods of using such compns. Thus, a formulation contained water 
73.96, di sodium edta 0.20, phenoxyethanol 0.73, methyl paraben 0.20, 
Su?^ 1 ?^™? S'Sn and Mroxyethyl cellulose 1.00% for the water phase; 
bht 0.10, GMS 2.00 cetearyl glucoside 3.000, C12-15 alkyl benzoate 2.00 
avobenzone 2.00, octyl methoxycinnamate 4.00, and ascorbyl palmitate 0.50% 
for the oil phase; ***ascorbi c*** ***acid*** 5 00 

**nocopherol*** 0 0 ^ *** r etinol*** 0 .25, lactoferrin and 
tnioxanthine and uric acid 1.00, ***n*** - ***acetyl cysteine*** 
0.01 EtOH 2.78 and 20% NaOH 9.04% as the additives. After a 13-wk 
incubation at 40. degree., 90% vtamin C and 96% vitamin A remained in the 
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131.06 
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